REMARKS 



Claims 2 and 3 are in the case. 

Claim 2 has been rejected as being unpatentable under 35 U.S.C. 103 over Physician's 
Desk Reference (PDR) and Wu et al. (Wu) , both references having been supplied by applicants. 

Wu is cited for the proposition that drowsiness is a symptom associated with anesthetics. 
The fact that anesthetics cause drowsiness is very well known, but the problem addressed by the 
present invention is undesired and unintended drowsiness following a medical procedure where 
anesthetic was used on the patient. Wu does not teach or suggest any solution to this problem. 

The excerpt from the 2002 PDR includes product information for Provigil brand of 
modafinil tablets, describing its mechanism of action, pharmacology, pharmacokinetics, 
precautions, clinical trial data, indications and useage, contraindications, cautions, interactions, 
uses, adverse reactions, dosage, administration, etc., in great detail. One skilled in the art reading 
this PDR excerpt would know how and when to prescribe and use modafinil, but would not be 
led to off label uses. In general, the PDR describes the use of modafinil as a narcoleptic but does 
not describe any use in connection with the problem to which the present invention is addressed, 
the problem of undesired and unintended drowsiness following a medical procedure where 
anesthetic was used on the patient. 

The Office Action alleges that it would have been obvious to use any composition 
known for wakefulness for the treatment of sleepiness and drowsiness associated with anesthetic 
agents. 

Applicants respectfully traverse this ground of rejection and request reconsideration. 
Modafinil is a very well known commercial drug which has the following published uses: "help 
people who have narcolepsy, obstructive sleep apnea/hyponea, or shift work sleep disorder to 
stay awake during the day. Modafinil does not cure these conditions and will only work as long 
as you continue to take it." Medline Plus, A Service of the National Library of Medicine and the 
National Institutes of Health, http://www.nlm.nih.gov/medlineplus/dmginfo/uspdi/203466.html 
(accessed Dec. 7, 2006). According to Wikipedia, "The drug is sometimes prescribed off- 
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label for ADD/ ADHD . In mass-media advertisements and websites, Cephalon markets the drug 
for improving 'alertness' and reducing 'excessive daytime sleepiness.'" 
http://en.wikipedia.org/wiki/Modafinil (accessed Dec. 7, 2006). 

According to U.S. Pat. 5,618,845, assigned to Cepahlon, which sells this drug, 

Modafinil has been described as presenting a "neuropsycho- 
pharmacological spectrum characterized by the presence of excitation 
with hyperactivity and of hypermotility; and by the absence of 
stereotypy (except in high doses) and of potentialisation of the effects of 
apomorphine and amphetamine" (U.S. Pat. No. 4,177,290; hereinafter 
the "'290 patent," which is incorporated herein by reference). A single 
administration of modafinil results in increased locomotor activity in 
mice and increased nocturnal activity in monkeys (Duteil et al., Eur. J. 
Pharmacol. 180:49 (1990)). The neuropsychopharmacological profile of 
modafinil has been distinguished from that of amphetamines (Saletu et 
al, Int. J. Clin. Pharm. Res. 9:183 (1989)). Modafinil is thought to 
modulate the central postsynaptic alpha. sub. 1 -adrenergic receptor, 
without participation of the dopaminergic system (Duteil et al., supra). 
Modafinil has been successfully tested in humans for treatment of 
idiopathic hypersomnia and narcolepsy (Bastuji et al., Prog. Neuro- 
Psych. Biol. Psych. 12:695 (1988)). 

Narcolepsy is a chronic disorder characterized by intermittent sleep 
attacks, persistent, excessive daytime sleepiness and abnormal rapid eye 
movement ("REM") sleep manifestations, such as sleep-onset REM 
periods, cataplexy, sleep paralysis and hypnagogic hallucinations, or 
both (Assoc. of Sleep Disorders Centers, Sleep 2:1 (1979)). Most 
patients with narcolepsy also have disrupted nocturnal sleep 
(Montplaisir, in Guilleminault et al. eds., Narcolepsy, Spectrum Pub., 
New York, pp. 43-56). Pathological somnolence, whether due to 
narcolepsy or other causes, is disabling and potentially dangerous. 
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Causes of pathological somnolence, other than narcolepsy, include 
chronic sleep loss (Carskadon et al., Sleep, 5:S73 (1982); Carskadon et 
al., Psychophysiology, 18:107 (1981)); sleep apnea (Kryger et al., 
Principles and Practice of Sleep Medicine, W. B. Saunders Co., 
Philadelphia, Pa. (1989)); and other sleep disorders (International 
Classification of Sleep Disorders: Diagnostic and Coding Manual, 
American Sleep Disorder Association, Rochester, Minn. (1990)). 
Whether due to narcolepsy or other causes, pathological somnolence 
produces episodes of unintended sleep, reduced attention, and 
performance errors. Consequently, it is linked to a variety of 
transportation and industrial accidents (Mitler et al., Sleep 11:100 
(1988)). A therapeutic agent that reduces or eliminates pathological 
somnolence would have important implications not only for individual 
patients, but also for public health and safety. 

Other uses of modafinil have been presented. U.S. Pat. No. 5,180,745 
discloses the use of modafinil for providing a neuroprotective effect in 
humans, and in particular for the treatment of Parkinson's disease. The 
levorotatory form of modafinil, i.e., (-)benzhydrylsulfinyl-acetamide, 
may have potential benefit for treatment of depression, hypersomnia and 
Alzheimer's disease (U.S. Pat. No. 4,927,855). European Published 
Application 547952 (published Jun. 23, 1993) discloses the use of 
modafinil as an anti-ischemic agent. European Published Application 
594507 (published Apr. 27, 1994) discloses the use of modafinil to treat 
urinary incontinence. 

The prior art teachs the what was previously known about the modanifil's many uses and 
mechanism of action, but nowhere describes any use relating to recovery from anesthesia. 

There are many drugs and substances known for treating narcolepsy, other than 
modanifil. If the theory of the Office Action were correct, all such anti-narcoleptics would be 
expected to be useful for recovery from anesthesia. In fact, none of the other prior art anti- 
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narcoleptics has been found to be useful for improving recovery from anesthesia. Therefore, it 
was surprising that any anti-narcoleptic would be useful for such recovery. The present 
inventors did not find any other anti-narcoleptic to be useful for such recovery; only modanifil 
was discovered to be useful, which was even more surprising. 

The Examiner has not cited any prior art showing that anti-narcoleptics in general were 
known to be useful for improving recovery from anesthesia. The mere fact that modanifil was 
known to be an anti-narcoleptic did not make it obvious that it would have the novel and 
important use discovered by the present inventors. 

For these reasons reconsideration of the rejection of claim 2 and an early notice of 
allowance of claims 2 and 3 are earnestly solicited. 

Respectfully submitted 

COZEN O'CONNOR 

/Michael B Fein/ 

By: Michael B. Fein 
Reg. 25,333 
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Philadelphia, PA 19103 
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